Abstract
Introduction

44
Maintenance of endothermy during winter months is a physiological challenge for seasonal hamster did not respond to SD and was excluded from the experiment. The hamsters were 126 divided into four weight matched groups (three groups of 8 and one group of 7). Two groups 127 (n=8 per group) received a subcutaneous dose of LAR pasireotide (160mg/kg based on 128 weight on day of administration) or received vehicle only (1 group n=8 and 1 group n= 7).
129
Injections were carried out over the course of 4 days (8 hamsters per day; 2 from each group 130 per day) to accommodate consistent killing and retrieval of tissues between 4-5h after lights 141 
GH Experiment
142
Siberian hamsters that had been held in SD for 12 weeks were either switched back to LD were generated as described previously (10)
177
In situ hybridisation
178
Frozen coronal hypothalamic sections were cut at 14µm and mounted on poly-L-lysine Fig 1A) . The weight loss trajectory in these LD
217
hamsters was similar to the weight loss trajectory experienced by hamsters transferred from
218
LD to SD (9,11). Weight loss induced by pasireotide was accompanied by a reduction in lean 219 mass (P=0.020) and a trend for fat mass reduction (P=0.091) (Fig 1B,C) . Analysis of serum 220 parameters showed pasireotide decreased circulating insulin-like growth factor-1 (IGF-1;
221
P=0.022, Fig 1D) , increased blood glucose concentration (p=0.009, Fig 1F) , but had no effect 222 on serum insulin concentration (Fig 1E) . At the level of the hypothalamus, there was no effect of pasireotide on mRNA expression of
229
Dio2 Srif, Pomc, and Npy expression the ARC or GH-r in either the ARC or PVN (Fig 2A,B; 230 Supplementary Fig 1A-D Table 3 Tissue ( Vehicle n = 7, all other groups n = 8. Supplementary figure 2. Relative mRNA expression in the hypothalamus of SD acclimated hamsters remaining in SD or to LD (SWB) following administration of either vehicle or pasireotide. Pomc (A), Npy (B), Gh-r (C) in the arcuate nucleus (ARC) and Gh-r (D) in the periventricular nucleus. **p<0.01, n.s. no significant differences; n=8 all groups except SD-vehicle, n=7.
